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The Yin-Yang of Allergic Contact Sensitivity 
Asada e/ (/1 (p . 406) describe a role for IL-4 in all ergic contact 
dermatitis. Contact sensitivity and other forms of delayed-type 
hypersensitivity are T hl-type immune responses in which Thl 
cytokin es such as interferon-/" IL-2, and IL-12 are produced by 
infiltrating cells . Most studies of the elicitation phase of contact 
sensitiv ity have addressed the contributions of particular cytokines, 
but Asada ct al used a semiquantitative R T-PCR technique and 
studied the appearance of a battery of cytokine mRNAs. At various 
times after sensitized mice were skin tested , they found IFN- /, and 
IL-4 ml~As to be in creased . In order to better understand the ro le 
of IL-4 in the inflammatory response of allergic contact dermatitis , 
the investigators administered antibody to IL-4 and found that if the 
antibody w as administered before skin testing, ear swelling, a 
m easure of the infl ammatory response to allergen , was substantially 
enhanced . These results suggest that IL-4 may nonnally blunt 
contact sensitivity and perhaps also other form s of Thl-type 
reac tions, and the authors suggest that IL-4 may do so by 
reducing lo ca l production of proinflammatory cyto kines. The 
findings raise the possibility that it m ay be possible to use IL-4 to 
redu ce inflammation in Thl-type reactions , which are also 
invo lved in inflammation associated with infections and autoim-
mune diseases. 
Surprising Effects of Interferon-JI Expression in the Skin 
Carroll et al (p. 412) show evidence that expression of interferon-/, 
in the epidermis can profoundly affect inflammation and pigmen-
tation. Although interferon- /" 3n inflammatory cytokine, has been 
implicated in skin diseases such as psoriasis and eczema, it is difficult 
to pin down its specific role. By using the involucrin promoter to 
overexpress interferon-/, in the supra basal layers of the epidermis of 
transgenic mice, the investigators found that genes known to be 
induced in keratinocytes in response to exogenou s interferon-/" 
such as rCAM-i, MHC-IT, and K17 , were indeed induced. Long-
term overexpression of interferon- /, resulted in an infl31Tlmatory 
infiltrate consisting primarily of macrophages/monocytes and aLso 
in a vastly increased ear-swelling response to contact allergens. In a 
most unexpected observation , the skin of very young mice was 
hypopigmented, as was the hail' of older mice, suggesting that 
interferon-/, may directly affect m elanocytes. Such wide-ranging 
effects in mice overeA-pressing interferon- /, suggest this cytokin e 
may play a primary role in regulating the epidermal immune 
response and may be involved in inflammation and altered pigmen-
tation in such diseases as eczem a and vitiligo. 
The Action of Pemphigus Autoantibody and a New Level of the Effector Cascade: 
Activating Protein Kinase C 
Osada c/ al (p. 482) show that bindin g of pemphi gus vu lgaris 
autoantibody to the cell-surface pemphigus vulgaris antigen acti-
vates protei.n kinase C. Wh at is the mechanism of acanthol ysis in 
pemphigus? M ore specifi ca ll y, what happens to keratinocytes after 
binding of pemphigus vu lga ris IgG to deslllogle in 3 (the pemphigus 
vulgaris antigen) that cau ses sepa ration and eventual blistering? [n 
studies of intra cellular pathways of activation by antibody, pemphi-
gus vulgaris IgG has been fo und to indirec tly activ;lte phospholipase 
C and thus to cause subsequ ent re lease of inositol 1,4,S -trisphos-
phate and ca lcium ion. and in o ne scenario for the mechanism of 
acantholysis, this has been linked to secretion of plasminogen 
activator and cell-cell detachment in keratinocyte cul tlll'e. T hjs .l ed 
the authors to ask whether som e of the several isoforms of protein 
kinase C, also positioned downstream fr0111 phospholipase C but in 
another pa thway of the acrivation cascade. are activated. In thi s 
other pathway, phospholipase activation leads to the release of 
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